Background: Although the prevalence of hypertension is higher in postmenopausal women than in premenopausal women, little is known about changes in blood pressure (BP) during the menopausal transition. We evaluated BP according to the menopausal transition and associated factors in healthy Korean women. Methods: This cross-sectional study involved 2037 women aged 44 to 56 years who presented at a health-screening center in Seoul, Korea, from November 2012 to March 2013. The association between BP and menopausal transition and the risk factors related to elevated BP were determined using multiple linear regression analyses. Menopausal status was divided by four groups as premenopause, early menopausal transition, late menopausal transition and postmenopause. Results: Both systolic and diastolic blood pressure (SBP and DBP) differed significantly according to the menopausal status. BP showed the greatest difference between early and late menopausal transition. After adjusting for variables related to hypertension, SBP (β = 2.753, p < 0.01) and DBP (β = 1.746, p = 0.02) were significantly higher in late than early menopausal transition. The prevalence of hypertension was significantly different between early and late menopausal transition (1.4 vs. 6.1 %). Waist circumference, glucose, and triglycerides were positively and significantly associated with SBP and DBP during menopause. Conclusions: BP and the prevalence of hypertension were significantly associated with period between early and late menopausal transition, suggesting that changes in BP during the menopausal transition are significant. Therefore, frequent monitoring will be needed for early detection of hypertension during the menopausal transition.
Background
Hypertension is a major contributor to morbidity and mortality worldwide and is highly prevalent in elderly women [1, 2] . Many cross-sectional [3] [4] [5] [6] [7] [8] and longitudinal [9] [10] [11] studies have reported a higher prevalence of hypertension in postmenopausal than in premenopausal women. However, few studies to date have evaluated changes in blood pressure (BP) across the menopausal transition.
The menopausal transition is characterized by menstrual cycle irregularities, changes in ovarian hormone concentrations, and increased risk for the development of cardiovascular disease (CVD). This transition period can last for months or years (average, 4 years) depending on the individual. Various menopausal symptoms, including vasomotor, physical, psychosocial, and sexual symptoms, appear during this time.
The Stages of Reproductive Aging Workshop (STRAW) staging system was established for the detailed analysis of subtle changes that occur during menopause [12] . Subtle changes in menstrual cycle characteristics are important early markers of the menopausal transition. The STRAW staging system is currently used in evaluating menopausal stage, based on changes occurring during menopause [13] [14] [15] [16] [17] .
Evaluating changes in BP during the menopausal transition and the factors associated with BP change is important because early detection of hypertension and appropriate interventions can prevent its complications, including stroke, myocardial ischemia, and renal dysfunction. This study was therefore designed to evaluate differences in BP according to the menopausal transition, defined using the STRAW staging system, and to determine factors associated with elevated BP in healthy Korean women.
Methods

Study population
The study population included Korean women aged 44 to 56 years who visited the health-screening centers at the Kangbuk Samsung Hospitals in Seoul and Suwon between November 2012 and March 2013. This crosssectional study was designed to investigate the attitudes of Korean women towards menopause. Women diagnosed with or treated for serious diseases, such as cancer, were excluded during screening. Of the 2204 women deemed eligible, three were excluded from analysis because their age was more than 56 years. The study sample therefore consisted of 2201 women. Of these 2201 women, 164 were taking antihypertensive drugs. Therefore, factors related to hypertension were examined in all 2201 women and factors associated with SBP and DBP were analyzed in the 2037 women not taking antihypertensive drugs. The study protocol was approved by the institutional review board of Kangbuk Samsung Hospital, and all participants provided written informed consent before enrollment.
Measurements
The BP of each participant was measured three times by trained nurses using automatic BP equipment (53000-E2, Welch Allyn, USA) after a 5 min rest. The final BP was calculated by averaging the values from the second and third BP measurements. Hypertension was defined as SBP ≥140 mmHg and DBP ≥90 mmHg.
The subjects were divided into four categories according to menopausal status, based on STRAW stage [12] . The premenopausal period was defined as having regular menstrual periods; early menopausal transition was defined as two or more cycles of ≥7 days difference in cycle length; late menopausal transition was defined as two skipped cycles and an interval of amenorrhea ≥60 days; and postmenopause was defined as the period after 12 consecutive months of amenorrhea.
Subjects were administered the Korean version of the Menopause-Specific Quality of Life (MENQOL) questionnaire. This questionnaire divided menopausal symptoms into four domains: vasomotor (3 items), psychosocial (7 items), physical (16 items), and sexual (3 items) [18, 19] . Each item has a score ranging from 0 (not at all bothered) to 6 (extremely bothered). The average score of each domain was calculated.
Body mass index (BMI) was defined as weight in kilograms divided by height in meters squared. Waist circumference (WC) was measured at the midpoint between the lower ribs and the top of the iliac crest in the standing position. Smoking status was categorized as having or not having a direct lifetime experience of smoking.
Blood samples were collected after a ≥10 h fast. Glucose, high-density lipoprotein cholesterol (HDL-cholesterol), low-density lipoprotein cholesterol (LDL-cholesterol), and triglyceride levels were measured enzymatically (Module Extention D2400, Roche, Japan). The homeostatic model for insulin resistance (HOMA-IR) was calculated as fasting insulin (μIU/mL) × fasting glucose (mg/dL)/ (22.5 × 18) . Serum levels of uric acid and gamma-glutamyltransferase (GGT) were measured using an automated clinical chemistry analyzer (Modular DP analyzers: Roche Diagnostics, Tokyo, Japan). Serum free triiodothyronine (FreeT3) levels were measured using an electrochemiluminescent immunoassay (Roche E170) with a lower limit of detection of 0.26 pg/mL. The normal range for FreeT3 was 2.0-4.4 pg/ mL, with a total variation of 2.5-3.2 % at low concentrations and 2.6-3.3 % at high concentrations.
Statistical analysis
Continuous variables are reported as mean ± standard deviation (SD), and categorical data as frequency and percentage. One-way analysis of variance (ANOVA) and the chi-square test were used for unadjusted comparisons of demographic, physical, and biochemical characteristics in the four menopausal status groups. The analysis of covariance (ANCOVA) test was used to compare differences in age-adjusted BP according to the menopausal transition. Factors associated with elevated BP and the prevalence of hypertension according to menopausal status were evaluated by multiple linear regression and logistic regression analyses with variable selection using backward elimination, respectively. Linear regression coefficients are shown as unstandardized. Statistical tests were two-sided, and p <0.05 was considered statistically significant. All statistical analyses were performed using SPSS version 21.0 (SPSS Inc., Chicago, IL, USA).
Results
The mean age of the 2201 subjects was 48.8 ± 3.5 years. Unadjusted comparisons of baseline characteristics according to menopausal status are presented in Table 1 .
Of study population, 809 (36.8 %) were premenopausal, 317 (14.4 %) were in early menopausal transition, 414 (18.8 %) were in late menopausal transition, and 661 (30.0 %) were postmenopausal. For analysis of SBP and DBP according to menopausal status (2038 subjects), 775 (38.1 %) were premenopausal, 296 (14.5 %) were in early menopausal transition, 380 (18.7 %) were in late menopausal transition, and 586 (28.8 %) were postmenopausal. The baseline characteristics of these subjects are listed in Additional file 1. Age, BMI, WC, SBP, DBP, hypertension, menopausal symptoms, glucose, LDL-cholesterol, triglycerides, GGT, FreeT3, and uric acid differed significantly according to menopausal status (p <0.05). Menopausal status was not significantly associated with smoking, HDL-cholesterol concentration, and HOMA-IR score. Both SBP and DBP differed significantly among these four groups, particularly from early to late menopausal transition. Hypertension was about 9.8 % more prevalent in premenopause than in postmenopause. The difference was greatest between early and late menopausal transition (approximately 5.8 %). The difference in SBP/DBP between premenopause and postmenopause was 2.3/ 1.3 mmHg, and that between early and late menopausal transition was 3.4/2.9 mmHg. Age-adjusted SBP and DBP in late menopausal transition were 2.8 and 2.5 mmHg higher, respectively, than in early menopausal transition (p <0.05). The prevalence of hypertension was also significantly associated with menopausal status, particularly between early and late menopausal transition (7.9 vs. 13.7 %). Table 2 shows the results of simple and multiple linear regression analysis to identify the relationships between blood pressure and menopausal status. After adjusting for variables related to hypertension, SBP (β = 2.753, p<0.01) and DBP (β = 1.746, p = 0.02) were significantly different between early and late menopausal transition, while there was no significant difference either between premenopause and early menopausal transition or between late menopausal transition and postmenopause. SBP was also significantly associated with WC, physical symptoms, glucose, LDL-cholesterol, triglycerides and HOMA-IR, whereas DBP was significantly associated with WC, vasomotor symptoms, psychosocial symptoms, glucose, HDL-cholesterol, LDL-cholesterol and triglycerides after adjustment and variable selection. Factors associated with increased risk of hypertension were evaluated by multiple logistic regression analyses with variable selection using backward elimination (Table 3) . After adjustment for covariates, hypertension was also significantly associated only with the period from early to late menopausal transition (OR=1.877, 95 % CI=1.009-3.495). Moreover, hypertension was significantly associated with WC, glucose, LDL-cholesterol, HOMA-IR and uric acid.
Discussion
To our knowledge, this is the first study to investigate differences in BP according to the menopausal transition and the factors associated with BP as a function of menopausal status according to the STRAW staging system in healthy Korean women. The study population consisted of women aged 44-56 years, the age range during which the risks of hypertension increase markedly in women [20, 21] .
Our findings, that BP and hypertension were significantly associated with menopausal status, were consistent with previous reports [3] [4] [5] [6] [7] [8] [9] [10] [11] . We found that most of the difference in BP occurred during the menopausal transition, i.e., from early to late menopausal transition. Differences in SBP and DBP (as well as difference of prevalence of hypertension) between early and late menopausal transition were the greater than at other periods Abbreviations: WC waist circumference; SBP systolic blood pressure; DBP diastolic blood pressure; GGT gamma-glutamyltransferase; FreeT3 free triiodothyronine; Univariate simple linear regression for each independent variable; Multivariate multiple linear regression adjusted by menopausal status, WC, Age, vasomotor symptom, psychosocial symptom, physical symptom, sexual symptom, glucose, HDL-cholesterol, LDL-cholesterol, triglyceride, HOMA-IR, GGT, FreeT3, and uric acid with variable selection using backward elimination(significance level for stay=0.15); β non-standardized coefficients of each linear regression analysis; S.E. standard error of β during menopause. Although the finding that BP increased by 2.8/2.5 mmHg through menopausal transition is seemingly small and within normal limits, the period between early and late menopausal transition can last for months or years. Also, since the study population comprised usually healthy women, BP differences in the general population may be greater than in the study population. In terms of menopausal status, multiple linear and logistic regression analyses found that SBP, DBP, and the prevalence of hypertension differed significantly only from early to late menopausal transition after adjusting for covariates related to hypertension. There was no significant difference in BP between late menopausal transition and postmenopause. Because we included women aged less than 57 years, it is possible that postmenopausal women were in a relatively early postmenopausal state. Although BP and hypertension are significantly higher in postmenopausal than in premenopausal women [3] [4] [5] [6] [7] [8] [9] [10] [11] , the direct relationship between the menopausal transition and blood pressure is unclear. Studies have suggested that the relationship between menopause and hypertension is due to other factors, including age and BMI [6, 22, 23] . Moreover, a study in African-American and White women reported no difference in BP change over a 6 year period among women who did and did not undergo the menopausal transition [24] . The SWAN (Study of Women's Health Across the Nation) study showed that menopausal transition had no effect on BP after adjusting for age and other confounders [25] . To clarify the relationship between hypertension and menopausal status, we identified confounding factors associated with hypertension. Age, BMI, WC, vasomotor symptom, glucose, HDLcholesterol, LDL-cholesterol, triglycerides, HOMA-IR, GGT, and uric acid (Additional file 2) were significantly associated with hypertension. We therefore adjusted for these covariates in analyzing the relationship between BP and menopause. In addition, previous studies categorized menopausal status into two or three groups, such as premenopause and postmenopause or premenopause, perimenopause, and postmenopause [3] [4] [5] [6] [7] [8] [9] [10] [11] [22] [23] [24] . By contrast, we divided menopausal status into four groups according to the STRAW staging system.
The mechanisms by which BP increases after menopause have not been well-characterized. Estrogen deficiency during menopause may induce endothelial and/or vascular dysfunction through reduced compliance of the large arteries [21] . Menopause has also been associated with weight gain and increases in circulating insulin concentrations [4, 7, 9, [26] [27] [28] . Estrogen deficiency during menopause may affect the balance among various vasoactive hormones and the proliferation and function of vascular smooth muscle cells, possibly by altering the electrolyte composition of the intra-or extra-cellular milieu [21] . In addition, menopause is characterized by a redistribution of body sodium and the cessation of the menses, followed by increases in hemoglobin levels and erythrocyte counts [29] . This increase in blood viscosity after menopause may also increase BP [30, 31] . Hormonal instability usually occurs during the menopausal transition: in particular, estrogen levels can vary greatly during that time. A cross-sectional study showed that estrogen levels fell markedly during the late menopausal transition [32] ; thus, BP may increase, particularly during menopausal transition period.
To summarize, the main findings of this study suggest that the association between BP and menopausal status was significant only for the menopausal transition period. BP and hypertension were positively and significantly associated with WC and glucose after adjustment for variables related to hypertension. The study population comprised usually healthy women. Vasomotor symptoms related only to DBP, not to SBP and hypertension. Also, LDL-cholesterol was a negative independent predictor of hypertension after adjusting for variables related to hypertension. These confusing results could be made clearer if the study population was randomly selected and the statistical power stronger. This study had several limitations. First, since the survey was cross-sectional, a cause-and-effect relationship could not be identified between increased blood pressure and menopausal transition. Second, subjects were recruited from health-screening centers at two hospitals in Seoul and Suwon, suggesting that our findings may not be generalized to all middle-aged women in Korea. Finally, although we sought to control for potential confounding factors that could affect the BP, our results may have been influenced by other, as yet unknown factors.
Nevertheless, our study had several strengths, including its relatively large sample size compared with previous studies. Furthermore, our study investigated BP, the prevalence of hypertension, and their predictors adjusted for factors associated with hypertension, including menopausal symptoms, in healthy middle-aged Korean women according to menopausal status criteria defined according to the STRAW staging system.
